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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
In re application of: Ryoji KATO et al. 
Serial Number: Not Yet Assigned 
FUed: June 28, 1999 

For: METHOD FOR MEASURING THYROGLOBULIN 

CLAIM FOR PRIORITY UNDER 35 U.S.C. 119 

Assistant Commissioner for Patents ■ 
Washington, D.C. 20231 June 28, 1999 

Sir: 

The benefit of the filing date of the following prior foreign application is hereby requested 
for the above-identified application, and the priority provided in 35 U.S.C. 1 19 is hereby claimed: 
Japanese Appln. No. 10-199794, flled June 30, 1998 

In support of this claim, the requisite certified copy of said original foreign application is 
filed herewith. 

It is requested that the file of this application be marked to indicate that the applicants have 
complied with the requirements of 35 U.S . C. 1 19 and that the Patent and Trademark Office kindly 
acknowledge receipt of said certified copy. 

In the event that any fees are due in connection with this paper, please charge our Deposit 
Account No. 01-2340 . 

Respectfully submitted, 
ARMSTRONG, WESTERMAN, HATTORI 
McLELAND & NAUGHTON 

Atty. Docket No. : 990701 Le-Nhung McLeland 

Suite 1000, 1725 K Street, N.W. Reg. No. 31,541 

Washington, D.C. 20006 

Tel: (202) 659-2930 

Fax: (202) 887-0357 
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This is to certify that the annexed is a true copy of the following application as filed 
with this OfiEce. 
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mm^: mmm 

[»#^4] V^^yiy^. D-:^/^^ N-Tiz^;v-D- 7!/^^ hif 

V yxit^ti&<^(7)mm.mm:^m-t^-*r^u^'u-:rv y(Dm^^. ^^u^u-f 

1 11-3036390 



ijf 3j2 10 — 199794 



[0 0 0 1] 

[0 0 0 2] 

[^^(O^^jft] 

[0 0 0 3] 
[0 0 0 4] 

2 ffilE^^^ 11-3 0 36390 



0 — 



19 9 7 9 4 



[0 0 0 5] 
[0 0 0 6] 
[0 0 0 7] 

gmmmmm. 

(3) n^cDmmmm^m-t^T gMXit^na^ommmm-km-t^T g* 

(4) Tgco:^^M^ic#M6^fc^-^i-§^>/N°^Mi:. ^^(Dmmmm^m 

3 ffilE^^ 11-3036390 



#^ 10—199794 



[0 0 0 8] 
[0 0 0 9] 

:^^mizm^T gcDyf^mmiz'^^t^^yz-^^m. mr, rTg^-^^>A 

^^Kj Hmmt^o ) iiLTli, M;^liTg0^^MJ|!cCM'^1-smTgm#:, 

mi^mitmm<D:iii^i^-t. ^t^. ^mmiz^^T s'^^^y^-^^mt. Tg® 
:^mmm&.9\^<Dmmz^j^^-t^^^^mi.x\.^x^^\>^. 

[0 0 10] 

T g 5^-^ ^ > ^ K IC Oli^^at ^ i- ^ T g © ^ IC 

) *'^M-a-bfeTgi:li^-a'b^VNffiS?:^-t-5Tg^^^>A'^K (^^T. rgi 

^jci^fc^-r, ^xoTst'^^i.m^^M^m-t^Tsi^^^y^'^^M 

[0 0 1 1 ] 

1981] mzsEm<D:^mizVt^x. Mx.«M. 4^, is, -^^yh, v 

4 ffiSiE#¥ 1 1-3036390 



m 
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it^r=.'^m. fip-^^^-i: ^;L'X^-r > (Nature, 256#,495H,1975) iCcfcUSi 
[0 0 12] 

-T^m-^^i^i^^y. m^\t\f:-±vv \/^^y, ^^xx^^^y. ti i/ 

-ry J -:7s^^^u^^ymij^is'±L\^o ^t=.. ^ti^itmmvm^'^x^. m-s: 

M«^^t>ii:T M V ^ T t J: V > „ 
CO 0 1 3] 

y^~^^ -:^^J^lz-'M.m^-^'i^r=.V^^yiy^if(D^ofjtmxmiii^tiM>^^i^-' 
^m-t^(DX. m:^itn-:h'^^ h-;^-N-T-fe^;i/-D-^*;n3-9-^ ym^ 

[0 0 14] 
[0 0 15] 

5 tfcilE#¥ 11-3036390 



i^5p 10 — 199794 



*ig^tcfevAT, m&mmm^^tit. ^vM^i^mizit. ®_tfaufe^ji^i/^^ 

*^^-r-5«i^«3t> ^T'^U, JglC^fls6?j{CliMx.li Yamamoto, K., Eur. J. 
B i ochem . , vo 1 . 143 , 133-144 , 1 984^ ® iSC ^ fa« $ 7^ ^ iggit V$>^o 
[0 0 16] 

[0 0 17] 
[0 0 18] 
I-l. llTgCDM^ 

T g >7\°^«?:M e#:<2^j^®M^^tC J: y ill^-^tili J: VN„ 
[0 0 19] 

1-2. 4t^(D||^«it^^^ST g®?il^ 

1-2-1) T gJ^-^^>7N°^M@^ft^^ttS#:^Mvx§^^S= 

i:> Tg^^^>7\°^s@^>f[:^^ffifi#^:$:SI^?$-&T, Tfa^H^-fb^-^^ 



aiSE#¥ 11-3036390 



10—199794 



1 1 

I 1 I 

I 1 



[0 0 2 0] 

I - 2 - 2 ) #^5^^^-^ ^ > A ^ mm^ityfm^&i^ M ^ 



I 1 

1 1 

I :^mnmi^ I — !^^mmm^^y^-^^^-T g-mmT gm^^y^-^^M 
I I 



7 



fflaE#¥ 11-3036390 
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[0 0 2 1] 

1-2-3) mm!^^mm^^^y^^^mii'mmmi^^u'7h^'''^y^- (h 

PLC) ^i:S:Mv^^^S„ 

r^vA-e, :L<Dm^i^iimm(Dmm!W^'mmu^^y^'^^^ii^. ^i^^^® 

m^^m-t^T s^^ti^mm^m\'^xmm(D:^mz.^vm^^n^xm^tir:L 
. mmmnA m^m) t.T gmmta^m^^m-r^Ammizmxit^^mir^ 

[0 0 2 2] 

1-3. m&(Dmmmmpm(Dmmmit^m-t^T g(Dm^ 

T gtmmmm^^^y^-^^mtKDm^i^ mr, ^mmm-^Tgi tm^-t^ 
m^ti^&^o ) ^^m^-^^. ^^v^T'. mmm^Tgti. m^mmm^^y^-^i^ 

8 ffiliE^^ 1 1-3036390 



10—199794 



[0 0 2 3] 

1-3-2) ^-^ttTg^-a■^>/^°^K^fflV^S^^ 

1 1 

I ^mWi^l — TgM-^^>/t^K-Tg 



1 


1 

h- 


-T gfg-^^>A^J 


C-Tg-#^« 




1 

l_ 


1 

1 


-Tg|g^^>/N°^| 


C-Tg-:^iif 
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[0 0 2 4] 

1-3-3) m^^Tgm^^ yA^Mm&^t^mi±m^^m\'^^:^m. 

I 1 

I ^-n^'&T E^^M m-1¥^^T g 

I I 

I 1 

I h-^^ffi T g m^^vh' m - T g - T g m^rjh' m 

t I 

[0 0 2 5] 

1-3-4) mmm^^T gm^^y^-^^MtHPLcm^m^'^^:^mo 
v^T^ z.(ouMt. wmm^'m s'^^^y:>-^^^h^BLm'-^^xyu(Dm^w 

#N^^T g T gM^^ 

1 0 fflliE#¥ 11-3036390 



#^ 10—199794 



m^m) smmt.<Dmw^^m-t^Mmmzmxiti^^:itimz^v. mm 
^mm^T sM^^i^^ ^tt)'x^^. 

T gmti^^^^mmmmpj.^<Dmmm'i^i:m-t^T s (#^^Tg) 
<z.t.iz^^x%^sb^z.iif)^x^^i.. m^mmmm&.^cDmmmm^m't^ 

g) M^MV^\<:^iHzx^X^^it>^z}ii)^X^^o 

[0 0 2 6] 

II. mmMm^-m<DmMmi^xm^t^:^mo 
#^¥7-1 9 10 2 7 ^^Amizmm-^nt^:^mizmcx&.r(Dm<n^it^ 

mmRj^mizMiz9^^mmm^^y.^-^^M-^mu\^xRm^^x. i^kro^n-^i^ 

©^Tg^-a-^>A^K-Tg 
siiTg^-a-^>/N°^^-Tg - n&mmm^ ^ > k 

. fi^Mmmmm^mt^T gxitx&xj^^n&.^(Dmmmm^m'r^T g $:^t? 
mmm^m^^xmmo):^mizi:i)m^^n^xm^nt=.. mmmnm. mmm) 
t^mT gmmhKDmm^m-t^mmizmxit^^mt ^ :i hiiz^ u, 

1 1 miiE#¥ 11-3036390 



10—199794 



G 

[0 0 2 7] 

II- 2. *m-^ftTgM^^>/^°^M. ^'^tt^>/1^KS:t>*#^«i^>g^^ 

mmi¥m'^ Tg^-^^>7\°^K-Tg - t gm^^yj-^^m 
mm4¥m^T gm^^ y^^m- t g -m^mm^^^ yn^% 

m%mmMm.^M^^ t g xi*/;5LtJf^njeA^®«g^«it $:^-r ^ t g 
^tiwmwL^m\^xnmo>ismzi;:^}m%^A'^^x%ht\.fz.. wMmmA m-^ 
m >L^mT gmm.}i(j^m^^m.t^^m.m\z.^^x\%}^^mt^z.}L\zii^)^ ^ 

rti^Tg®-^ft, fiPt>*lT g ^-s®i!i^-e^«?)^3i:;<)^-e^eo $e>{c, =^ 

xit. mi^^^m^)Mbm^x^^:it.^^mm-t^t.HFLc^m\'^s:^m^'^ 

1 2 ffit[E#¥ 1 1-3036390 



#5p 10—199794 



[0 0 2 8] 

^ijT g^^^ > A^'S- T g -^-^-KT g y7^i7m 

mTgmmti (Dmm^m-t^mw^m ic ^ r r t {c j: y . u.m^(Dm^mm 
mm^mt^T g Rxj^^m^AMmmmm^m^^ t g , mmz^n^ t g<D^ 
tf-, mt>mT g^—mo)m^x^f^^:r.iiti^xm^. •^^izmmT g^^^^y/-^ 
i7M<D^i:^mz. mmT gm^^ >>'N°^«^^a:tf h->^(Z)se)T g^^^>7i^ 

[0 0 2 9] 

^^tLxffLT gmi^^m^^x. \>^t>yp^mm^mm^m aw . mm^mA 
mm (RiA) . mm'^^^mmmmmm (elisa) , ^yt^mA^m (fia) , h 
phc^m^^^mm:^m mm^^^-s 0199 5#<2^fg#) 

1 3 ffiliE#¥ 11-3036390 



#5J2 10-199794 



<Z) ^ -r ti {C T t; J: V > „ 
[0 0 3 0] 

a '^r ® T g ^ > A° ^ e^^^M^J^-^ ^ > /\- ^ « SSffc -t -5 ffl 
j^^L/>, :^v^it\^-)V, dfU^nifi/>, T^U;i/tffll, jKU ^ ^ 

[0 0 3 1] 

:;^:4-:^ri/^f*--fe', ^*;Hi-:;^>-6-i; >mB»^^^, T-fe^;i/=i U >:n7.7^^- 

if , u > dr^ffl^*^^^, ;i/ 7 31 ^ - "^^(Dmmm. mx. r i a ti 

ymt^n^(Dmmi^^(D^%^mw. m^it)viyyx.vy, -ry;i/^y-;i/, 
ifx (2,4,6- h U >'nn^3i^;i/):t=¥if h^^lg^tt^fejK. M 

s^^^-t^mM. MpiitA-r^ y-2,2,6,6-7^ h^^^;i/hf/<y s/'>-i-:r^sy;i/ 
, y -2,2,5,5-7^ h-^^^;i/trn V i^y-l-:^^iyJl, 2,6-ty-t- y'^jv- 

a - (3 , 5- S/^-t- ;i/-4-;r dp y -2 , 5- >> ^ n ^ :3r i^" n: > -1— f U 7"* > ) -p- h U ;b 

[0 0 3 2] 

1 4 aiIiE#¥ 1 1-3036390 
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aic/^^$-&s mm-t^) :^m}iLxit. e#:^^®EiA, ria^^fi 

[0 0 3 3] 

^ r ® we ^ V ^ e> ti -§> % ® ^ tili J; V ^ „ 

[0 0 3 4] 

:*:^^©H PLC $:?aM-^<5?i^^lC^^VNTtt, ^^f*:i:^Sil®^MT g 
IC, 7-191027 ^<tm. 4f ^¥ 9 -3 0 1 9 9 5 -^i^i^^iC 

[0 0 3 5] 

J^^, ^mm<DJ\u^'yWi^. Mx.ii3J<y:i:^i/>^*y 

N-(£-Vl/^^ F:;57'/D>f S/^^ ^ K [N-( e -maleimidocaproylo 

xy)succinimide] (EMCS) ,N-X ^ ^ 5=^Vl/-6- b-Y ^ K^^i?" ^ X^f 

h (N-Succ 

leimidohexane) (BMH) , :^ ^ ^;bT ^ >^(Z)T g M"^^ >>'^°^ 

^it^mn. M;ili#g€¥9-30l995#i2i;#icia«$nfe4-(p-vl^-f ^ K'7air. 

1 5 ffiSE#¥ 11-3036390 
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•::^^U;i/Ala-(Tyr(S03H))5. 4-(p-V l^^ ^ K >^ ai:i;i/) U ;i/Ala-(Tyr ( 
[0 0 3 6] 

<Dm^:^m^. (1) }^»^m<DE 1 A. R I A^V^^j:F I A^^CfeV^T-jfK^C 

^sm. iMmm-mm. mifi^. ^lumi^. 1971 mm ^ytui^. ;n^^^, 
mim. («)V7 h-»f>f x>;^tfc. 1983 ; mm^^m^m. ^)\mm. i^^is^. 
-^^mm. m2m. m^m^. 1982. ^) , (2) ^i^^A^cDmmcDmmi^^v^ 

m?nt. mB^oyitmrnm <±> <r>. xr^#h. i^^mm. 
mm. ^^mmm^. mim. m)^^Bim±y'^-. issi ; 7Kun:^i^>^'*i;=i 
-Mm^y^^^n. mm^r.m. ^^b#, m62m. mn^. P1351-1362, (t± 

) B^^^t^^. 1990 ; DNA PROBES, George H.K. and Mark M.M. STOCKTON PRE 
SS,1989 , ^) #lC2pDT^f;^««fcVNo 
[0 0 3 7 ] 

[0 0 3 8] 

[0 0 3 9] 

vW^^y, ^*^XL/^^>, t:w^u^5^>, y^y-^ :^v^^ym<D 

1 6 miiE#¥ 11-3036390 
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[0 0 4 0] 

r ^3 © * H ^ -iS V ^ T ^ ^ 4X ® ^ o 
[0 0 4 1] 

:^nm<DT sm^mm.mit. t gcDyf^mmmzu^ir&^yjt^m.t.. m^cD 
mmmm^m-t^T s(D^^mmmmmzmmmiz^^^-t^^y/^^Kk. i 

[0 0 4 2] 

m^-t^^y^^^n^. i&.±^mi'Xf£^^(Dx:^<'). "^(Dm^mmcD^ 

[0 04 3] 

mm. mm. ^yn^n. i^m. n-^^'m\mo^'^%\mu munrnx^-ox. 

o 

[0 0 4 4] 
[0 0 4 5] 

1 7 ffl|iEi^¥ 11-3036390 



10—199794 



[0 0 4 6] 

mmm: 

[0 0 4 7] 

mmmi ny:^-rAVykly^^y (ConA) $:Mv^7^fLm0®^S'J:&i5S 

mm) 

t: h¥^^M»^>^0.1g (Mfi*) ?:0.1M^J^^MffiM(pH7.5, 0.9%NaCl 
rPBSj ilD^-r) lmltfIT^*^X*:^$^':^-rif-$:Mv^T3j^^S^^•:^>rX 

4°c, soooog, b^m^jL^^m^n^K m^nr^±m^^niivr=.o 

ConA m^^n^-^yn-Ti^U-tyHy^m) $:PBSJC15mg/inLi: j: e) 
^^Lfe=fo(Z)$:M?^li:U^o 

^ntmrnKD^^OfiL^m-kv. rcx--m^y^=j.^-iyny^n^^. 41c, 

SOOOg, 20minT^>(>^^||b> ^fc^^l 5: L . ^§ejtlfe±?t$:fff^S?fe 1 ^ Lfc 

1 8 mSE#¥ 1 1-3036390 
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PBS 0.2ml%:Z.<D^^ i7U:/ly- h(D^^:J^JVK^Xh. 2 0 r T' 1 ^ri]KtS L 

)\y^?^SXmW\^t=.^. 10000^{C#?f^LfeJn;Tg-l • PODlOO/iL^^AL, 20°C-e 
1 ^r^>S/S$i±fec iRl^^^T^, PBS-^^I^^, 3.3'5.5'-tetramethylbenzidine 
(Kirkegaad and Perry Labs Inc^tjg) mWLlOO n\M^. 20'C, 3O:0-^fS:$-&, 
llk^^X lMy^^50itiL$:iIax.;5^r^^#It$i^feo #^x;i/(D450nmCDIlR3t^$:V 

-^'^^□^1/- hu-^jf- (M%mmjLm m) ^) -eM^b. # 

^nf=.WL%m-^. smwL^m^^xnnc^m^^n-=>xm^tirc 

(ConA#M^ttTgiII^®Bm) 

TIB<Z)^JC j: yConA#*g-^ftTgSrj-^ (%) ^r^aiLfeo 
ConA#^-^'ffiTgirj^ (%) = (ConA#^^'ffi Tg») / (^,T g ») X 100 
(^^) 

M^tfeConA#^^'l4Tg#J^ (%) $;EIltC^-ro 

® 1 :^^^^9^>:^^7^$^<, ^mmm.mn^mx\t conktm^msm^ (%) 

mmjtt>^iES«fl&m?^r^T'li> ConA^^^ttTgtf-^ (%) lcMld:^«)e>tl^ 
V^r^%f!I^. fiP*>, ?Lm^lSffi^-t?ti«S0®^fbUfcTg. fiP*>ConA#^,^'^'ffiTg 

;6^iiiDf ^ri:, -B-^^^^x.tl^^, ConA#^-a-ttTgtI-^ (%) li> a'[4¥f^JiiS5e 

1 9 ffisl^^ 11-3036390 
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[0 0 4 8] 

mmmz nx'v^ u^'^>-i2o (rcai20) ^m\'^r^%mf^(Dmm:&m 

mmmi tm\::'o 
mm) 

RCA120 m^^^±^-^y:=i-^\y-iyBy^±m) ^PBSJC2.5mg/mLi:^§<}: 
(RCA120#M^'(4Tgi!l'^©mffi) 

TlB(D^iC<k yRCA120#*§'^ttTgirj^ (%) $:l[fflLfeo 
RCA120#^^^'ISTgi!I'^(%) = (RCA120#5^^'ffiTg4)/ (^^T g *) XlOO 

m2f}-^^m^^^^jtm<. %m^mmm&mxit RCkuoim-^mem^ (%) 

^Z-H. ■^■v^mx.tl^i, RCAl20#^^'^ffiTg#J'^ (%) ¥<^i8iffll5»i:?LII^S® 
[0 0 4 9] 

3>:*-t-A^U >Al^^^> (ConA) V^fe^iM^MM«®0[I 

2 0 ffiSiE#¥ 1 1-3036390 



10—199794 



mm) 

mmmi(Dm.ntmmizLxmmLr^. m. mmi^r^i^h^^mmmii. mm 

mmmi tmmicLxconkim^mgm^ (%) ^mmvt^. 
mm 

mmmmm. mmmmm.mmmm<Dmjzm<^£V. mm^mmii^mm^<D^n 

[0 0 5 0] 

Ui^ (OT. r^Tg-86j t r^Tg-78j ^B^ia-r^o ) ^nmz^v^MLXFa 

2 1 ffiiiE#¥ 1 1-3036390 
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-Fab'-PODj JkXJ^ r^Tg-78 • Fab' -POD j HW^m-t^o ) ?:lii^b7^o 

mi^m 1 ) 

Jn;Tg-86 - Fab-PODS: 2nM-^^-r-g>50mM ^ (pH7.5, 0-15M NaCl, 0. 

5 (w/v) %i^stm7)v^^y^m ^mmL> ui^mitvr^. 

^5tTg-78 • Fab-P0DS:3nM-^5t•t'550mM^; ^^M®M (pH7.5, 0.15MNaCl, 0.5 

(w/v) %^jfli^T;i/>^^ srii^L, mi^m2ti.t^. 
mm 1 ) 

LCA (^^#?±v-jN-:t^>n-/J<U-i/3 ^15AM-g-^-r-550mMy ^^ 

Mffi?^ PH7.5, 0.15M NaCliiigL, ti^t^o 

mm) 

ilh^V^mm^^m.lg mmm) $:0.1M^;^mM«m(pH7.2, 0.9%NaCl 

lInl*l?^■^^>^^^^>':^-r-»f-$:Mv^T3^^^^^■T^-rx^, 4r, looooog, 

60^raM^LNLT±?t$:^i, ^4^^J€^C50mM^J^MMffi?l^ (pH7.5, O.lSMNaCl, 

0.5 (w/v) %4^jfiitf r;i/:/^ •v2oo^noomiz^^vr=.%(D^mntL 

, A-feK-i^jK) , ILS^4M-efeofeo 
(M^^iS) 

MM25itiL^lM?Sl 15^Li:$:^^b, 8°C 1 ^ra^K/^FS-tirfco ^(DR^^WH^ 
tiUZltftHf^Wil 90MLS:?i^b, 5gfC8rT'30:$M^;KfS$i±fc„ #e5ti:tM^5M50 
y£*L$:Tia^#®ffi3iM#:^'nvh;jr^:7^- (HPLC) $:MV^T:$>f^L, LCA#M 

^M®?]^ (pH7.5, 0.15M NaCl, 0.5 (w/v) %#:ifil^r;i/y^ ^-^^t) $:MV^T 

, mTg-86 • Fab-P0D$:MV^fe«-^(7)LCA#^^ttTgi!^^ (%) $:Wmb;to 
LCA^M-^ttTg^J^ (%) = (LCA#^M^ttTg») / (^.T g ») X 100 

Tg-78 • Fab'-P0D$:fflVN;fe«^®LCA#M^'f4TgfJ-^ (%) ©f?fi±T ^ffi L fe.. 

2 2 ffiiiE#¥^ 11-3036390 
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(HPLC^f^) 

iz'yh^ : Wakopack Wakosi l-5Diol-200 8.0mmX300mm (w) 
mmW. : 50mM^;^m^®?S pH7.5, 0.15M NaCl 
mmm. : 15mM^X>^M®?S (pH5.5 SlSmMT-fe h T ^ ^ x / 
(iHlC'fb^W^m (^) tti^) , 0.mH202^;g ) 

: l.Omin/mU 0.1 min/mL 

: Ex 328nm, Em 432nm 

iiiTg-Se • Fab-P0D;S:t>**i;Tg-78 • Fab-P0D$:MV^7^^-^©LCA#NM'^1STgi[I'^ ( 
[0 0 5 1] 

mMm^ conA5:Mv^fe«i^^^oM^sTg (Tg) (n>^mm'& 

mm.mA -eiiigbfcmTg-SS • Fab- -POD$:^ffl t^o 

(Mwm, 1 ) 

in;Tg-86 • Fab-P0D$:4nM-^>tt"'&50mMy (pH7.5. O.lSMNaCl, 0.5 

(w/v) %«»T;b^^>^^) ^#:?^li:bfc„ 
(MMl) 

ConA (^^^?±:t;-:^>=I-/}<U-Sya >?±ig) ^15A^M^^■r^50mMU^^ 
M«M PH7.5, 0.15M NaCl^si^L, 1 i:b3t„ 

lli6M4 i: |si c % (Z) 5: M V ^ o 

^f4lO)ttLi:^?^ 145AtLi:$:M-^Lfe^, 8°CT- l ^^^)K^t^$-&fe<, 3®MJCS 
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